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In the Description 

At page 8, line 21, page 9, line 11 and page 9, line 
14, please replace the term "L-Lp(D) n " with the term "L- 
Lp(D) n " . 

In the <^1,^<™g^ y y/ , 
Please cancel Claims 17, 1*8\ 26, 27, iffand 30 
(without prejudice) ; enter the indicated amendments to Claims 
2 to 11, 13 to 16, 19 to 22, 24 and 25; and enter new Claims 
31 to 35. Directions for amendment of claims are indicated on 
the copy of the attached hand amended ("marked up") original 
claims, showing in manuscript the amendments that have been 
made and the origins of the new claims. Clean forms of new 
and rewritten claims are included in the attached "Clean Set 
of Claims" document . 



Remarks 

This application seeks protection for certain novel 
compounds that are inhibitors of the serine protease, 
Factor Xa, and are useful for the treatment of thrombotic 
disorders. It is the national stage of an international 
application, the claims of which were drafted in accordance 
with international practice. 

Applicants now wish to amend the application to 
bring it into conformity with United States patent practice. 

For the assistance of the Examiner, a copy of the 
original claims is attached, as noted above, showing in 
manuscript the amendments that have been made. 

The description at pages 8 and 9 has been brought 
into conformity with claims 4 and 5 as originally filed. 

Claims 17, 18, 26, 27, 28 and 30 have been 
cancelled, without prejudice. 
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Claims 2 to 11, 13, 15 to 16, 19 to 22, 24 and 25 
have been rewritten in single dependent form. 

Claim 14 now depends from any one of claims 1 to 13, 
15 to 16 and 19 to 22. Claim 24 now depends from claim 14. 

New claim 31 is based upon a combination of original 
claims 1, 11, 13, 14, 24 and 21. It is noted that all of the 
original claims were drafted in multiple dependent form, and 
hence new claim 31 is fully based on these original claims. 

New claim 32 is based upon new claim 31, and 
additionally incorporates the subject matter of Claims 12, 22 
and 8 . 

New claim 33 is based upon claims 2, 13, 14 and 24 
and additionally incorporates the preferred definition of R 2 
at page 20, line 16 to page 21, line 29, and the preferred 
definition of Cy at page 13, lines 13 to 21. 

New claim 34 is based upon new claim 33 and claim 4. 

New claim 35 is based upon new claim 33 and claim 5. 
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Favorable consideration of the application is 



Martin A. Hay & Co . , 

13 Queen Victoria Street 

Macclesfield 

Cheshire 

SK11 6LP 

UNITED KINGDOM 



Attachments: Abstract on separate sheet 

Hand-amended (marked-up) Claims 
Clean Pending Claims 



requested . 



Respectfully submitted, 




Agent for Applicants 
Registration No. 39,459 
Phone: Oil 44 1625 500057 
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A serine protease inhibitor compound of formula (I) 

cy 

Lp(D) n 



5 (I ; 
wherein: 

R2 is a 5 or 6 membered aromatic carbon ring optionally- 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted/in the 3 and/or 4 position (in 
10 relation to the point of att/achment of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkefnyl , alkynyl , acylamino, tri or 
dif luoromethoxy, carboxy/ acyloxy, MeS0 2 - or R lf or the 
substituents at the 3 arid 4 positions taken together form a 
15 fused ring which is a 5/ or 6 membered carbocyclic or 

heterocyclic ring opt:Lonally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nityto, amino, hydrazido, alkylthio, alkenyl , 
alkynyl or R ± j , and Optionally substituted in the position 
alpha to the X-X gro&up (i.e. 6 position for a six membered 
20 aromatic ring etc) /by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cVano, amido, aminoalkyl , alkoxy or alkylthio 
with the proviso /that R 2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O or S atom or a CO, 
CR la , C(R la ) 2 ot NR la group, at least one X being C, CO, CR la 
25 or C(R la ) 2 ; 

each R la independently represents hydrogen, hydroxyl, 
alkoxy, alkyl/ aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl, alkylaminocarbonyl , alkoxycarbonyl ami no, 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 
30 hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

R l is /as defined for R la> provided that R 2 is not 
unsubstituted aminoalkyl; 
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Y (the a-atom) is a nitrogen atofn or a CR^ group; 

Cy is a saturated or unsaturates, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
R 3a or R 3 iX i; 

5 each R 3a independently is R 1( J, amino, halo, cyano, nitro, 

thiol, alkylthio, alkylsulphonyl,/alkylsulphenyl, triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkylimidazolyl , thiazolyl, 
alkylthiazolyl, alkyloxazolyl , Zxazolyl, alkylsulphonamido, 
alkylaminosulphonyl, aminosulpj/onyl , haloalkoxy, haloalkyl, a 

LO group of the formula -C (x3 ) N (EfH) r12 (wherein x3 i s O or S; 
and Rll and r12 are independently selected from hydrogen, 
methyl or ethyl or together Uth the nitrogen atom to which 
they are attached form a pytrolidin- 1-yl , piperidin-l-yl or 
morpholino group), or -OCH^O- which is bonded to two adjacent 

.5 ring atoms in Cy; 

X± is a bond, O, NH br CH 2 ; 

R 3i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R 3a ; and 

R lb' R lc an d Rij ate as defined for R la , 
0 and -L-Lp(D) n is of tMe formula: 




wherein: 

q is 1 or 2; 
Q is -0- or 

and R q is rJ which is pyridyl, pyrimidin-4 -yl , pyridazin- 
3-yl, pyridazin-4-yl or phenyl (which phenyl or pyridyl group 
may bear a fluoyo, chloro, alkyl, CONH 2 , S0 2 NH 2 , 
dialkylaminosulfohonyl, methoxy, methyl thio, alkylsulphonyl , 
alkylaminosulpMonyl , alkylaminocarbonyl , amino, 
alkoxycarbonyy, acetylamino, cyano, ethoxy, nitro, hydroxy, 
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alkylsulphonylamino, triazolyl or tetrazol/l substituent) ; 
or a physiologically- tolerable salt thereof . 



2. (amended) A serine protease inhibitor compound according 
5 to Claim 1 
wherein : 

R2 is a 5 or 6 membered aromatic /carbon ring optionally 
interrupted by a nitrogen, oxygen or /sulphur ring atom, 
optionally being substituted in the 2 and/or 4 position (in 

10 relation to the point of attachment^ of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alky! hydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxy, MeS0 2 - or R 1# or the 
substituents at the 3 and 4 posi/tions taken together form a 

15 fused ring which is a 5 or 6 membered carbocyclic or 

heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, aminJ, hydrazido, alkylthio, alkenyl, 
alkynyl or R x j , and optional!^ substituted in the position 
alpha to the X-X group (i.e./ 6 position for a six membered 

2 0 aromatic ring etc) by amino/ hydroxy, halo, alkyl, carboxy, 

alkoxycarbonyl , cyano, amidfo, aminoalkyl, alkoxy or alkylthio 
with the proviso that R 2 cAnnot be aminoisoquinolyl ; 

each X independently/is a C, N, O or S atom or a CO, 
CR la , C(R la ) 2 or NR la gr^fup, at least one X being C, CO, CR la 
25 or C(R la ) 2 ; 

each R la independently represents hydrogen, hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl , alkylaftninocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 

3 0 hydroxy, alkylamino, /alkoxy , oxo, aryl or cycloalkyl; 

Ri is as defined for R la , provided that R x is not 
unsubstituted aminc^klkyl; 

Y (the cc-atom^ is a nitrogen atom or a CR^ group; 
Cy is a saturated or unsaturated, mono or poly cyclic, 
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homo or heterocyclic group, preferabl/ containing 5 to 10 ring 
atoms and optionally substituted by groups R 3a or phenyl 
optionally substituted by R3 a ; 

each R 3a independently is R lc / amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , /alky lsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazid/ alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alk/l oxazolyl, oxazolyl, 
alkyl sulphonamido, alkylaminosv/lphonyl , aminosulphonyl , 
haloalkoxy and haloalkyl; and 

R lb' R lc and R lj are as /defined for R la , 
and -L-Lp(D) n is of the for/ula: 



f 



(CH 2 ) q 



wherein: 

q is 1 or 2; 
15 Q is -0- or -NH- 

and R q is R c whicft is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro/ methyl, C0NH 2 , S0 2 NH 2 , 
methylaminosulphonyl ,/ dimethylaminosulphonyl , 

methyl sulphonylamino/ methoxy or methyl sulphonyl substituent) ; 
20 or a physiologically- tolerable salt thereof. 



3. (amended) A compound according to claim 1 wherein 



q is 2 



4 . 

25 is 



(amended) A /compound according to claim 2 wherein -Lp(D)n 
selected fronV the following formulae: 
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wherein : 

m represents 0 or 1; and 
when R 3 is present as/a substituent on an aromatic ring, it is 
selected from hydroge/n, alkyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl J alkylaminocarbonyl , amino, amido, 
alkoxycarbonyl, ace/fcylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alkylsulphonylamino, triazolyl and 
tetrazolyl . 



15 5. (amended) A /compound according to claim 2 wherein -Lp(D)n 
is selected froAi the following formulae: 
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6. (amended) A compound according to claim 1 wherein Q is -NH- . 
5 / 

7. (amended) A compound according claim 1 wherein Rc is pyrid- 
2-yl, pyrid-3-yl, pyrid-4-yl ,/ pyridazin-3 -yl , pyridazin-4 -yl , 
pyrimid-4-yl or phenyl. / 

10 8. (amended) A compound according to claim 1 wherein Rc is 
phenyl, 2 - f luorophenyl , 3 It luorophenyl , 4-f luorophenyl , 3- 
methoxyphenyl , 4 -methoxyt/henyl , 2 -methyl sul f onylphenyl , 2- 
methylthiophenyl, pyrid^-yl, pyrid-3-yl or pyrid-4 -yl . 

15 9. (amended) A compound according to claim 1 wherein R 2 is 
phenyl, thien-2-yl, nAphthyl , indol-2-yl, indol-6-yl, 
benzotb] furan-5-yl, benzo [b] thiophen-2 -yl or benzimidazol-2-yl 
(each of which is optionally substituted as defined in claim 
1) . / 

20 / 

10. (amended) A compound according to claim 1 wherein optional 
substituents f or/ R 2 are selected from: 

fluoro, chloro, /bromo, iodo, nitro, thiol, dif luoromethoxy, 
trifluoromethoxy, hydrazido, methylhydrazido, amino, cyano, 
25 trif luoromethyi, methylthio, vinyl, ethynyl, acetylamino, 
carboxy, acetotacy, hydroxy, methyl, ethyl, amido (CONH 2 ) , 
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aminomethyl , methoxy and ethoxy, 



11 . (amended) A compound according to claim 1 wh; 
selected from one of the formula (A 1 ) to (H'):y 



irein R2 is 




R 15 ( A ') 



(B 1 ) 



N- 
H 



(C) 




(E') 




(G 1 ) 




(H 1 ) 



wherein X 4 is O c/r S, R 13 is selected from hydrogen, 
chloro or methyl and /r 14 is selected from hydrogen, methyl, 
ethyl, fluoro, chlorfo, and methoxy and R 15 is selected from 
10 hydrogen, methyl, fyluoro, chloro and amino. 



12. A compound according to claim 11, wherein R 2 is 4- 
methoxyphenyl , 5/chloroindol -2 -yl , 3-chloroindol-6-yl, indol- 
6-yl or 3-methyyindol-6-yl . 
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13. (amended) A compound according to cl£im 1 wherein -X-X- is 
-CONH-. / 

14. (amended) A compound according to any one of claims 1 to 
13, 15 to 16 and 19 to 22 wherein Y/is CH . 

15. (amended) A compound according to claim 1 wherein Cy is an 
optionally R 3a substituted: phenyl, pyridyl, thienyl, 
thiazolyl, naphthyl, piperidinyy, f uranyl , pyrrolyl , 
isoxazolyl, isothiazolyl , pyrazfolyl, oxazolyl, imidazolyl, 
1,2,4- thiadiazolyl , 1,3,4- thia&iazolyl , pyrimidinyl , 
pyridazinyl , quinolyl , isoqulholyl , benzof uryl , benzothienyl 
or cycloalkyl group, or a phfenyl group substituted by R 3 iXi in 
which X± is a bond, 0, NH ok CH 2 and R 3 i is phenyl or pyridyl 
optionally substituted by R 3a . 

16. (amended) A compound/according to claim 2, wherein Cy is 
an optionally R 3a substituted: phenyl, pyridyl, thienyl, 
thiazolyl, naphthyl , pi/peridinyl or cycloalkyl group. 

17. (cancelled on national phase entry) 

18. (cancelled on national phase entry) 

19. (amended) A Compound according to claim 1 wherein R 3a is 
selected from hydfrogen, hydroxyl, methoxy, ethoxy, methyl, 
ethyl , methylami/iomethyl , dimethylaminomethyl , hydroxymethyl , 
carboxy, methox^methyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarttonyl , dimethylaminocarbonyl , aminomethyl , 
CONH 2 , CH 2 CONH 2 , acetylamino, methoxycarbonylamino , 
ethoxycarbonyiamino , t -butoxycarbonylamino , amino , f luoro , 
chloro, bromd, cyano, nitro, thiol, methylthio, 
methylsulphohyl , ethyl sulphonyl , methylsulphenyl , 
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methylsulphonylamido, ethyl sulphonyl ami do/ 

methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl , bromo, pyrrolidin- 1 - 
ylcarbonyl, piperidin-l-ylcarbonyl , m/rpholin-l -ylcarbonyl and 
-OCH 2 0- (which is bonded to two adjacent ring atoms in Cy) . 

20. (amended) A compound accordii/g to claim 2 wherein R 3a is 
selected from hydrogen, hydroxy l/ methoxy, ethoxy, methyl, 
ethyl, methylaminomethyl, dimethylaminomethyl , hydroxymethyl , 
carboxy, methoxymethyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarbonyl , dimethyl&minocarbonyl , aminomethyl , 
CONH 2 , CH 2 C0NH 2 , acetylamino( methoxycarbonylamino, 
ethoxycarbonylamino, t-butokycarbonylamino, amino, fluoro, 
chloro, cyano, nitro, thio4, methylthio, me thyl sulphonyl , 
ethyl sulphonyl, methylsul/phenyl , methylsulphonylamido, 
ethyl sulphonyl ami do, me t/hyl aminosulphonyl , 

ethyl aminosulphonyl, arj/inosulphonyl , trif luoromethoxy and 
trif luoromethyl . / 

21. (amended) A compound according to claim 1 wherein Cy is 
selected from: / 
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\\ ft 



N 





and NMe; 



wherein : 

X' is selected from O, 
X' ' is selected from O /and S; 
X'" is selected from Of, S , NH and NMe ; 
Y' is selected from hydrogen, amino and methyl; 
R Q is selected from liydrogen, methyl, fluoro, chloro, 
trif luorQmethyl, met^ioxy, methyl thio, methylsulphinyl and 
methyl sulphonyl ; 



R. 



•m 



is selected froA hydrogen, methyl, fluoro, chloro, 



trif luoromethyl , nfethoxy , methylthio , methylsulphinyl , 
methyl sulphonyl, /carboxy, methoxycarbonyl and a group of the 
formula -C (x3 ) n (ftH) r!2 (wherein x3 i s O or S, and R 11 and R*2 
are independently selected from hydrogen, methyl or ethyl or 
together with tihe nitrogen atom to which they are attached 
form a pyrrolidin-l-yl, piperidin-l-yl or morpholino group); 
Rp is selected from hydrogen and fluoro ; or 



00220/US 



National phase of P 



11 



B01/02541 



R Q and R m or R m and R p form an -OCH20- grcrfUp; or 
R Q and R m together with the ring to which/they are attached 
form a 5 or 6 membered aryl or heteroarya/ ring (wherein the 
heteroary ring contains 1 or 2 heteroat/ms selected from 
5 nitrogen, oxygen and sulfur) ; and 

one of R o1 and R o2 is hydrogen and thd other is R Q . 



Lii 

6 
m 

« 15 



m 

: -cs- 

□ 



22. (amended) A compound according tfo claim 1 wherein Cy is 
selected from phenyl, 2 -chlorophenyl , 2 -methoxyphenyl , 
10 4-carbamoylphenyl, pyrid-2-yl, pyr/d-3-yl, pyrid-4-yl, thien- 
2-yl, thien-3-yl, furan-2-yl, furaln-3-yl, imidazol -2 -yl , 
thiazol-2-yl, thiazol-4 -yl , 2-amiho- thiazol -4 -yl , thiazol-5- 
yl, naph-l-thyl, isoquinolin-5 -y£L , isoquinolin- 8 -yl , quinolin- 
4-yl, quinolin- 5 -yl and quinolijft-8-yl . 



23. A compound as claimed in /claim 1, which is selected from 
1- (indol-6-carbonyl-D-phenylglycinyl) -4- (4-pyridoxy) - 
piperidine; 1- [indole- 6 -carbpnyl-D, L- (2- 

chlorophenyDglycinyl] -4- (pyridin-4-yloxy) piperidine, and 
20 physiologically-tolerable salts thereof. 



24. (amended) A compound As claimed in Claim 14, in which the 
alpha atom in Y is carboh and has the conformation that would 
result from construct ioii from a D-a-aminoacid NH 2 -CR lb (Cy) - 

25 COOH where the NH 2 represents part of X-X. 

25. (amended) A pharmaceutical composition, which comprises a 
compound as claimed in Claim 1 together with at least one 
pharmaceutically acceptable carrier or excipient . 



30 



26. (cancelled on /national phase entry) 



27. (cancelled ork national phase entry) 
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28. (cancelled on national phase entry) 

29. A method of treatment of the human or non/ human animal 
body to combat a thrombotic disorder, said method comprising 

5 administering to said body an effective amouftt of a compound 
according to Claim 1 . 

30. (cancelled on national phase entry) 



0 31. (new) A compound as claimed in Clai* 1, in which 
R2 is selected from one of the formula/ (A 1 ) to (H*): 

^13 

w // 





N- 
H 



(C) 




(E 1 ) 




wherein X 4 is O <6r S, R 13 is selected from hydrogen, 
chloro or methyl and /R 14 is selected from hydrogen, methyl, 
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ethyl, fluoro, chloro, and methoxy and ^/is selected from 
hydrogen, methyl, fluoro, chloro and aihino; 
-X-X- is -CONH-; 

Y is CH and has the conformation tfhat would result from 
5 construction from a D-a-aminoacid Nfi 2 /cR lb (Cy) -COOH where the 
NH 2 represents part of X-X; and 
Cy is selected from: 





or 



m 




m 



N 



wherein : 

X' is selected fr6m O, S and NMe- 
X' 1 is selected from O and S; 
X f » is selected /from 0, S, NH and NMe; 
Y« is selected from hydrogen, amino and methyl; 
R Q is selected /from hydrogen, methyl, fluoro, chloro, 
trifluoromethvp., methoxy, methylthio, methyl sulphinyl and 
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methyl sulphonyl ; 

R m is selected from hydrogen, methyl/ fluoro, chloro, 
trif luoromethyl, methoxy, methylthio/ methyl sulphinyl , 
methyl sulphonyl, carboxy, methoxycaifbonyl and a group of the 
5 formula -C (x3 ) n (R 11 ) r!2 (wherein X*l is O or S, and r11 and r12 
are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom td which they are attached 
form a pyrrolidin-l-yl , piperidin/l-yl or morpholino group); 
Rp is selected from hydrogen and/fluoro; or 

10 R G and R m or R m and R p form an y0CH20- group; or 

R Q and R m together with the ring to which they are attached 
form a 5 or 6 membered aryl or/ heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ;/ and 

15 one of R o1 and R o2 is hydrogen and the other is R Q . 

32. (new) A compound according to Claim 31, in which 

R 2 is 4-methoxyphenyl/ 5-chloroindol -2 -yl , 3 -chloroindol- 
6-yl, indol-6-yl or 3-methylindol-6-yl ; 

20 Cy is selected from -phenyl, 2-chlorophenyl , 2- 

methoxyphenyl , 4 -carbamo/lphenyl , pyrid-2-yl, pyrid-3-yl, 
pyrid-4-yl, thien-2-yl, /thien-3-yl, furan-2-yl, furan-3-yl, 
imidazol-2-yl, thiazol-6-yl , thiazol-4 -yl , 2 -amino- thiazol -4 - 
yl, thiazol-5-yl, naph/l-thyl, isoquinolin-5-yl, isoquinolin- 

25 8-yl, quinolin-4-yl, quinolin-5-yl and quinolin- 8-yl ; and 
Rc is phenyl, 2 -f luorophenyl , 3 - f luorophenyl , 4- 
f luorophenyl, 3 -methc/xyphenyl , 4-methoxyphenyl, 2- 
methylsulfonylphenyl/ 2-methylthiophenyl , pyrid-2-yl, pyrid-3- 
yl or pyrid-4-yl. 



30 



33. (new) A compounfd according to Claim 2, in which 
R 2 represents i 

(i) phenyl optionally being substituted in the 3 and/or 
4 position by fluiro, chloro, bromo, iodo, nitro, 
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dif luoromethoxy, trif luoromethoxy , amirio, cyano, 
trifluoromethyl, methylthio, vinyl, catboxy, acetoxy, MeS0 2 -, 
hydroxy, methoxy, ethoxy, methyl, methoxycarbonyl, 
methylamino, ethylamino or amido, and optionally substituted 
5 at the 6 position by amino, hydroxy/ fluoro, methoxycarbonyl, 
cyano or aminomethyl ; 

(ii) naphth-2-yl optionally substituted at the 6, 
position by hydroxy and optionally^ substituted at the 3 
position by amino or hydroxy; 
10 (iii) isoquinolin-7-yl, indol-5-yl, indol-6-yl, indazol- 

5-yl, indazol-6-yl, benzothiazoQ.-6-yl or benzisoxazol-5-yl 
optionally substituted at the I position by chloro, bromo, 
amino, methyl or methoxy; 

(iv) benzimidazol-5-yl ojc benzothiazol-6-yl optionally 
15 substituted at the 2 position by amino; 

(v) thien-2-yl or thien^-3-yl optionally substituted at 
the 4 or 5 position by methylthio, methyl or acetyl; 

(vi) 3,4-methylenediojtyphenyl, 2 , 3 -dihydroindol- 6 -yl , 

3 , 3 -dichloro- 2 -oxo- indol - 6/-yl or 1 -methyl - 3 -aminoindazol - 5 -yl ; 
20 (vii) benzothiazol-2.iyl, imidazo [1, 2-a] pyrimidin-2 -yl or 

tetrahydroimidazo [1 , 2 -a] pyrimidin-2 -yl ; 

(viii) pyrazol-2-yl/substituted at the 5 position by 
methyl; / 

(ix) pyrid-2-yl optionally substituted at the 6 position 
2 5 by chloro; / 

(x) pyrid-3-yl optionally substituted at the 4 position 
by chloro; / 

(xi) benzofur-2-yl optionally substituted at the 3 
position by chloro, methyl or methoxy, at the 5 or 6 position 

30 by methyl and at the 6 position by methoxy; 

(xii) indol-2-yfl. optionally substituted on the indole 
nitrogen atom by met/hyl and optionally substituted at the 5 or 
6 position by fluori, chloro, bromo, methyl or methoxy; 
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(xiii) indol-6-yl substituted at/ the 5 position by 
chloro, fluoro or hydroxy and optionally substituted at the 3 
position by chloro or methyl; or / 

(xiv) benzo [b] thiophen-2 -yl optionally substituted at the 
5 3 position by fluoro, chloro or methyl, and optionally 

substituted at the 5 or 6 position by fluoro, chloro, methyl, 
hydroxy, or methoxy; 

-X-X- is -CONH-; 

Y is CH and has the conformation that would result from 
10 construction from a D-a-aminoaeid NH 2 -CR^ (Cy) -COOH where the 

M= NH 2 represents part of X-X; an4 

ri i 

■Q Cy is selected from phenyl, 4 -aminophenyl , 4 -amidophenyl , 

g 4 - (N-methyl ) amidophenyl , 4 - (N, N-dimethyl ) amidophenyl , 2 - 

If chlorophenyl, 2 -methylphenyl/, 2-f luorophenyl , 3-f luorophenyl, 

■J3 15 4 -f luorophenyl, 4 - hydroxpheny 1 , 2-methoxyphenyl , 4- 

methoxyphenyl , 4 -carboxyphenyl , 3 -ethyl sulphonyl aminophenyl , 
thien-2-yl, thien-3-yl, th'iazol-4-yl, thiazol-5-yl , 2- 
methylthiazol-4-yl, pyrid.i2-yl, pyrid-3-yl, pyrid-4-yl, 
piperidin-4-yl, l-methylp'iperidin-4-yl , cyclohexyl and naphth- 



2 0 1-yl 



34. (new) A compound according to Claim 33, in which 
-Lp(D)n is selected from the following formulae: 



25 
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-N 




_H 



N 



5 wherein: 

m represents 0 or 1 ; and 

when R 3 is present as a sukktituent on an aromatic ring, it is 
selected from hydrogen, a ]/kyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl , alkyfl aminocarbonyl , amino , amido , 
10 alkoxycarbonyl , acetylan/ino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy t j alkylsulphonylamino, triazolyl and 
tetrazolyl . 

35. (new) A compound/ according to Claim 33, in which 
15 -Lp(D)n is selected/f rom the following formulae: 
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and S; alkyl, alkenyl or alkynyl gfroups or alkylene moieties 
preferably contain up to 6 carbons, e.g. ^i-e or Ci_3; cyclic 
groups preferably have ring sizes of 3 to 8 atoms; and fused 
multicyclic groups preferably contain 8 to 16 ring atoms. 

Examples of particular values for R^ a are: hydrogen, 
methyl or ethyl. R]_ a is preferably a hydrogen atom. 

The linker group from the R2 group to the alpha atom is 

preferably selected from -CH=CH-, -CONH-, -CONR la - , -NH-CO-, 

-NH-CH 2 -, -CH 2 -NH-, -CH 2 0- J -OCH 2 -, -COO- , -OC=0- and 

-CH 2 CH 2 -. Preferably, / the/ X moiety nearest to jthe alpha atom 

is an NH or O atom, most preferably a NH group. The X moiety 

/ 7 

alpha to the aromatic rirjfg is preferably a carbon based group 

/ 



such as CH 2 or CO/, preferably CO. Thus a particularly 

preferred linker X-X is/-CONH-. In an alternative embodiment 

the linker is preferabljy a -OCH 2 - group. 

Examples of particular values for R^ are: hydrogen, (1- 

4C)alkyl, such as methyl or hydroxy (1-4C) alkyl , such as 

3 hydroxymethyl . R^ is/preferably a hydrogen atom. 
E / 

l: The alpha atom (Y) i^ preferably a CH or C(CH3> group, 
II 20 especially CH. 

Preferably, thef group ^Lp(D) n is selected from 
the following formulae: 



< 
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wherein : 

m represents 0 or 1; and 
when R3 is present as a substitifent on an aromatic ring, it 
selected from hydrogen, alkyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl , alkylaminocarbonyl , amino , amido , 
alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alky^sulphonylamino, triazolyl and 
tetrazolyl . 

One group of formula fl£Lp(D) n is that of formula 



ru 



ru 



15 



in which L x represents 0 or NH. 

For example specif/Lc groups of formula 
the following formulae^ 




include 
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ibitor compound of formula (I) 

py 

Lp(D) n 



wherein: 

R2 is a 5 or 6 mdmbered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position (in 
relation to the point? of attachment of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxy, MeS02~ or , or the 
substituents at the 3 and 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, /nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or R^j , amd optionally substituted in the position 
alpha to the X-X faroup (i.e. 6 position for a six membered 
aromatic ring eta) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, ami do, aminoalkyl, alkoxy or alkylthio 
with the proviso/ that R2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O or S atom or a CO, 
CR la' c ( R la>2 °f NR la group, at least one X being C, CO, CRi a 
or C(R la ) 2 ; 

each Ri a independently represents hydrogen, hydroxyl, 
alkoxy, alkyl, /aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl ! alkyl aminocarbonyl , alkoxycarbonyl amino , 
acyloxymethoxyharbonyl or alkylamino optionally substituted by 
hydroxy, alkyliamino, alkoxy, oxo, aryl or cycloalkyl; 

R^ is as (defined for Ri a , provided that R^ is not 
unsubstituted aminoalkyl ; 
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Y (the a-atom) is a nitrogen atorfi or a CR^ group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
R 3a or R 3 iXi; 

each R 3a independently is RV c , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl, alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydraz/do, alkylimidazolyl , thiazolyl, 
alkylthiazolyl, alkyloxazolyl/ oxazolyl, alkylsulphonamido, 
alkylaminosulphonyl, aminosiylphonyl , haloalkoxy, haloalkyl, a 
group of the formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S; 
and R 11 and R 12 are independently selected from hydrogen, 
methyl or ethyl or together with the nitrogen atom to which 
they are attached form a /pyrrolidin-l-yl , piperidin-l-yl or 
morpholino group) , or -C7CH2O- which is bonded to two adjacent 
ring atoms in Cy; 

X± is a bond, O, NH or CH2 

R 3i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R3 a ; and 

R lb' R lc and R ljr are as defined for R^ a , 
and -L-Lp(D) n is of / the formula: 



/ 




wherein : 

q is 1 or 2/; 

Q is -O- of ~NH- 

and Rg is /R c which is pyridyl, pyrimidin-4-yl , pyridazin- 
3-yl, pyridazin-4-yl or phenyl (which phenyl or pyridyl group 
may bear a fluoro, chloro, alkyl, CONH2 , SO2NH2 , 
dialkylaminosyulphonyl , methoxy , methylthio, alkyl sulphonyl , 
alkylaminosulphonyl , alkylaminocarbonyl , amino , 
alkoxycarboiwl , acetylamino, cyano, ethoxy, nitro, hydroxy, 
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alkyl sulphonylamino, triazolyl or tet/razolyl substituent) ; 
or a physiologically- tolerable /salt thereof. 



2 . A serine protease inhibitor 

r 



impound of formula — 



-X' 



-Lp(D) n 



"-J 

w 



m 



wherein: 

R2 is a 5 or 6 membered /aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 

10 optionally being substituted in the 3 and/or 4 position (in 
relation to the point of attachment of X-X) by halo, nitro, 
thiol, haloalkoxy, hydraziao, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy/ acyloxy, MeS02~ or R^, or the 

15 substituents at the 3 and 4 positions taken together form a 
fused ring which is a 3 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or Rij , and optionally substituted in the position 

20 alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) py amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R2 cannot be aminoisoquinolyl ; 

each X independently isaC, N, OorS atom or a CO, 

25 CR^ a , C(Ri a )2 orr NRi a group, at least one X being C, CO, CRi a 
or C(R la ) 2 ; 

each R^ a independently represents hydrogen, hydroxyl, 
alkoxy, alkyl,/ aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl , alkyl aminocarbonyl , alkoxycarbonyl amino, 
30 acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Rl is as defined for Ri a , provided that R^ is not 
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unsubstituted aminoalkyl; 

Y (the a- atom) is a nitrogen atrfm or a CR^b group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, preferably containing 5 to 10 ring 
atoms and optionally substituted lof? groups R3 a or phenyl 
optionally substituted by R3 a ; 

each R3 a independently is R{ c , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazydo, alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido, alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy and haloalkyl; anc 

R lb' R lc and R lj are a ^f defined for R lai 
and -L-Lp(D) n is of the formula: 




wherein: 

q is 1 or 2; 

Q is -O- or -NH- 

and Rg is R c whidh is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro/ methyl, CONH2 , SO2NH2, 
methylaminosulphonyl ,/ dimethylaminosulphonyl , 

methyl sulphonyl amino/, methoxy or methyl sulphonyl substituent) ; 
or a physiologically-tolerable salt thereof 

3 . ^ A compound according to cither claim 1 - or claim 2 wherein 
q is 2. 

(a^LAJui) / 2. 

4 . ^ A compound according to eny ■ of claim^ 1 to O wherein 
Lp(D)n is selected from the following formulae: 



Mi 



00 



q 
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wherein: 

m represents 0 or 1 ; And 
when R3 is present as/ a substituent on an aromatic ring, it is 
selected from hydrogen, alkyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl/ alkylaminocarbonyl , amino, ami do, 
alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alkyl sulphonyl amino, triazolyl and 
tetrazolyl . 

5.^ A compound according to any of claim£ 1 - feo 3 wherein - 
Lp(D)n is selected from the following formulae: 
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6 . ^ A compound according to j kny one o f claim^ 1 to G wherein 
Q is -NH-. 

7. ^ A compound according jLo any of claim£ 1 to 3 wherein Rc 
is pyrid-2-yl, pyrid-3-yl/ pyrid-4-yl, pyridazin- 3 -yl , 
pyridazin-4-yl, pyrimid-f-yl or phenyl. 

8. A compound according to any- o& claimg 1 bo - 5 wherein Rc 
is phenyl, 2-f luorophenyl , 3 -f luorophenyl , 4-f luorophenyl , 3- 
methoxyphenyl , 4-methpxyphenyl , 2-methylsulf onylphenyl , 2- 
methylthiophenyl, pyyid-2-yl, pyrid-3-yl or pyrid-4-yl. 

IS / 

9. A compound according to any ono - of claims 1 to - 0 wherein 
R 2 is phenyl, thieri-2-yl, naphthyl, indol-2-yl, indol-6-yl, 
benzo [b] furan-5-yy, benzo [b] thiophen-2-yl or benzimidazol-2-yl 
(each of which is/ optionally substituted as defined in claim 
1) . 

10. ^ A compoun^ according to any one of clairn^ l to 3 wherein 
optional substituents for R 2 are selected from: 

fluoro, chlord, bromo, iodo, nitro, thiol, dif luoromethoxy , 
trif luoromethoxy, hydrazido, methylhydrazido , amino, cyano, 
trif luorometftyl , methyl thio, vinyl, ethynyl , acetylamino, 
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carboxy, acetoxy, hydroxy, methy^., ethyl, amido (CONH2) , 
aminomethyl , methoxy and ethoxyyf 

11.^ A compound according to Any one ■ of claiiryS 1 bo - 10 wherein 
R2 is selected from one of the formula (A 1 ) to (H 1 ) 




(C) 



wherein #4 is O or S, R13 is selected from hydrogen, 
chloro or methyl and R^4 is selected from hydrogen, methyl, 
ethyl, fluorcr, chloro, and methoxy and R15 is selected from 
hydrogen, methyl, fluoro, chloro and amino. 



12. A compound according to claim 11, wherein R 2 is 4- 
methoxyphenyl , 5 - chloroindol - 2 -yl , 3 - chloroindol - 6 -yl , indol - 
6-yl or 3-methylindol-6-yl . 
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13. j> A compound according to ctny 



-X-X- is 



-CONH- 




& o£ claimi 1 ' to 12 wherein 



14 



yv A. oon ipound according tc ^y^^^^ ■ 



wherein Y is CH. 

15. ^ A compound according to/ any one ■ of claim# 1 - to 14 - 
wherein Cy is an optionally R 3a substituted: phenyl, pyridyl, 
thienyl, thiazolyl, naphthyl/, piperidinyl, f uranyl , pyrrolyl, 
isoxazolyl, isothiazolyl , pyrazolyl, oxazolyl, imidazolyl, 
1,2, 4-thiadiazolyl , 1,3, 4 - t'hiadiazolyl , pyrimidinyl , 
pyridazinyl, quinolyl , isoquinolyl, benzofuryl, benzothienyl 
or cycloalkyl group, or a /phenyl group substituted by R3iXj_ in 
which X± is a bond, 0, NH or CH2 and R 3 i is phenyl or pyridyl 
optionally substituted by R 3a - 

16. yv A compound according to imy-onc of claimg 1 to 11 , 
wherein Cy is an optionally R 3a substituted: phenyl, pyridyl, 
thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl group. 



jprdii 



17 . ^ \l compound according to any one of claims 1 to 16 
wherein R 3a is selected from hydrogen, hydroxyl, a^oxy, alkyl 
(optionally substituted by hydroxy, alkylaminp<alkoxy , oxo, 
aryl or cycloalkyl/ , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, a^l or cycloalkyl) , 
hydroxyalkyl (optionally substituted by hydroxy, alkyl amino, 
alkoxy, oxo, aryl or cycl^lkyl) , alkoxyalkyl, alkoxycarbonyl , 
aikylaminocarbonyl ^a^Ckoxycarbonylamino , alkylamino 
(optionally substituted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cj^sloajkyl) , amino, halo, cyano, nitro, thiol, 
alky^feKio, alk^-1 sulphonyl , alkyl sulphenyl , alkyl sulphonamido, 
a3^1aminoculrihonyl , aminooulphonyl , haloalkoxy , halo a±ky±-r~ ar} 
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:(xMn(3 

and R 11 and R 12 are independently selectec3^fjp^«r - T5ydrogen, 
methyl or ethyl or together vixthj^d^fixtrogen atom to which 
they are attached fojpjua--^ piperidin-l-yl or 

5 mo2rpholi^g^grt5up) and -OCH2O- whd/ch is bonded to two adjacent 
Tg atomo in Cy\ 

18 , 1^ compound according to aryy one of olaimo 1 to 16 whcr ed 
R3 a is selected from hydrogen ,/ hydroxy 1 , alkoxy, alkyl 
10 (optionally substituted by hydroxy, alkylamino, 

aryl or cycloalkyl) , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, j^o, a^yl^0^cycloalkyl) , 
hydroxyalkyl (optionally subsititut^a by hydroxy, alkylamino, 
alkoxy, oxo, aryl or cycloa^J^yl) , alkoxyalkyl , alkoxycarbonyl, 
15 alkylaminocarbonyl , aljstfxycarbonyl amino , alkylamino 

(optionally subsj^ar€uted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cycJ^Salkyl) , amino, palo, cyano, nitro, thiol, 

alkyl sulphonyl , ^Ikylsulphenyl , alkylsulphonamido, 



oxo, 



alkyTthlo, 
,gr3fkyl amine 



20 



,y 1 a m i no s - ulphony 1 , — amino s ijilphonyl , — haloalkoxy and haloalkyli 

19 A compound according tlo -any on e of claim^ 1 to 16 wherein 
R3a is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
methyl , ethyl , methylaminomethyl , dimethylaminomethyl , 
hydroxymethyl , carboxy , mefthoxymethyl , methoxycarbonyl , 

25 ethoxycarbonyl , methylamimocarbonyl , dimethylaminocarbonyl , 
aminomethy 1 , CONH 2 , CH 2 COnH 2 , acetyl amino , 
methoxycarbonyl amino , etnoxycarbonyl amino , t - 
but oxycarbonyl amino, amimo, fluoro, chloro, bromo, cyano, 
nitro , thiol , methylthio/, methyl sulphonyl , ethyl sulphonyl , 

3 0 methyl sulphenyl , methylsulphonylamido , ethyl sulphonylami do, 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy , trif luoromethyl , bromo, pyrrol idin-1- 
ylcarbonyl, piper idinyi-ylcarbonyl , morpholin-l-ylcarbonyl and 
-OCH2O- (which is bonded to two adjacent ring atoms in Cy) . 
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2 0. a A compound according to any uuu of 



T 



_aimi§ 1 Lo 16 wherein 
R3 a is selected from hydrogen, hydroxy 1 , / methoxy , ethoxy, 
methyl , ethyl , methylaminomethyl , dime tnylaminome thy 1 , 
hydroxymethyl , carboxy , methoxymethyl , / methoxycarbonyl , 
.ethoxycarbonyl , methylaminocarbonyl , dimethylaminocarbonyl , 
aminomethyl , CONH2 , CH2CONH2 , acetyl amino , 
methoxycarbonylamino , ethoxycarbonyyamino , t - 
butoxycarbonylamino, amino, f luoro,/ chloro, cyano, nitro, 
thiol, methylthio, methyl sulphonyl/ ethyl sulphonyl , 
methyl sulphenyl , me thyl sulphonyl amido, ethylsulphonylamido, 
methylaminosulphonyl , ethyl amindsulphonyl , aminosulphonyl , 
trif luoromethoxy and trif luoromephyl 

21. A compound according to l a/iy one of claimg 1 - to 1G 
wherein Cy is selected from: 
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wherein : / 

X 1 is selected from O, S and NMe ,- 

X' ' is selected from O and /S; 

X 1 " is selected from O, S,/NH and NMe ; 

Y ! is selected from hydrogen, amino and methyl; 

R G is selected from hydrogen, methyl, fluoro, chloro, 

trif luoromethyl , methoxy,/ methylthio, methylsulphinyl and 

methyl sulphonyl ; I 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl, methoxy/ methylthio, methylsulphinyl , 
methyl sulphonyl, carboxy/, methoxycarbonyl and a group of the 
formula -C (X 3 ) N (R 11 ) r12 /(wherein X 3 is O or S, and R 11 and R 12 
are independently selected from hydrogen, methyl or ethyl or 
together with the nitrcwen atom to which they are attached 
form a pyrrolidin-l-yl / piperidin-l-yl or morpholino group) ; 
Rp is selected from h^flfogen and fluoro; or 
R Q and R m or R m rJ form an -OCH20- group; or 

R Q and R m together with the ring to which they are attached 
form a 5 or y nemberea aryl or heteroaryl ring (wherein the 
heteroary rang contains 1 or 2 heteroatoms selected from 
nitrogen,/ oxygen and/ sulfur) ,-^and 

one of H!qi and R Q 2 ifs hydrpgen and the other is R Q . 

(J~^U\ / / 

22. ^ K compound acdor^ing to any one of claim?? 1 fco 10 wherein 

Cy is/ selected frort/phenyl, 2 -chlorophenyl , 2-methoxyphenyl , 
4-carbamoylphenv307 pyrid-2-yl, pyrid-3-yl, pyrid-4-yl, thien- 
2-yl, x^en-^^yl, /furan-2-yl, furan-3-yl, imidazol-2 -yl , 
thiazol - 2 -yl , thi&zol -4 -yl , 2 - amino- thiazol -4 -yl , thiazol - 5 - 
yl, naph-l-thyl, /isoguinolin-5-yl , isoquinolin-8-yl , quinolin- 
4-yl, quinolin-5+yl and quinolin-8-yl . 

23. A compound/as claimed in Claim 1, which is selected from 
1- (indol-6-carbpnyl-D-phenylglycinyl) -4- (4-pyridoxy) - 
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piperidine; 1- [ indole- 6 ~carbonyl-D, L- (2- 

chlorophenyl) glycinyl] -4- (pyridin-4-yloxy) piperidine , and 
physiologically-tolerable salts thereof . 

24 .y- A compound as claimed in any u iic of /claim/? - 1 Lu 23 , in 
which the alpha atom in Y is carbon and: has the conformation 
that would result from construction from a D-a-aminoacid 
NH 2 -CR!b (Cy) -COOH where the NH 2 represents part of X-X. 

25. A pharmaceutical composition/ which comprises a compound 
as claimed in any one of Claims^ / to 24 together with at least 
one pharmaceutically acceptable/carrier or excipient. 



Of 

15 



26, A compound as claimed in/any one of Claims 1 to 24 for 
use in therapy. 



C 



t J Us^Jc ikUfl^ 



se inhibitor according to a ny one- 



□ 
HI 



27 ,^ U s q of a serine profc ^ 
of Claimo 1 to 2 4 for tho /manufacture of a medicament for th e- 
treatment of a thrombotic/ dioordcr. 



20 
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28 A pharmaceutical ofompocition, — which compriceo a compound ' 
ao claimed in any one /of Claimo 1 to 24 together with at least 
one pharmaceutically Acceptable carrier or excipient for us e 
in tho treatment of fa thrombotic disorder 



25 
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29. A method of treatment of the human or non-human animal 
body to combat a thrombotic disorder, said method comprising 
administering to/said body an effective amount of a compound 
according to Cl^fim 1 . 
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-e-3ra^:med— in—Glra-im 1 a nd— named- 



i n any one of / the Examplco herein, or a p ky&4re-3ro gially 
acceptablo oalt there o f -. 
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